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Detailed Statement 




1 . Title of the Invention 
New Oral Omeprazole Pharmaceutical 

2 . Detailed Explanation of the Invention 



jhis invent concerns . - on, ph—O c«| - -F«* — 

2 nd its method of manufacture. riioesti ve ulcers including stomach ulcer, gastritis, and 

conditions. 
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, • l „„K«d by acidic compounds and is affected by moisture or 
cuC h decomposition of omeprazole »s "'^ > • omeprazole is to cover it with an entenc 
5 anic solvents. Therefore the des.rable manner of n i. J human pharmacology has 
°* hat protects omeprazole ^ form has an effect on the total omeprazole 

C °!,osed that the rate of omeprazole releas ■ ' ™ « ~ } ^ j. G2StroC nterology 1985: 

^nt^lpUy in L upper p^ofthe prcp _ n , which „ made by 

£0rnP Korean Published Paten No ^J" 6 ** ]t J d M2bilizing alkaline substances, then 
firJl fonrung cores composed of ^^^^ decomposition by either direct or indirect 

> hc afor€ " Said COrC 8 , c Materia and then applying the enteric coating. 

C a ct with the mildly acidic entenc coanng ™^*™*™J*£ d "hove axe encapsulated after 
But the omeprazole prepa—ade by* « « ^ «cn ^ ^ ^ s of 

eoing through a complicated process. ^^^Sec^ l0 lhc drying and panicle selecuon 

of wh,ch 3 sccond coa,,ns ,s ap?,icd as 

er.tehc coaling. 
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r , Iw i«B« w « extended but the time it look was long, 

iros (^ferions, ^-rtJ^^,^™i5 of sodium biphosphaieasataaUnc 
quantity (a molar ratio of approximately u.u; p r uWished Pa , em No. 91-4519. this mvennon 

„c.,ng component in the previous <"^f££*E^ « safe ,0 the human body, 
uses small to sufficiently t«c» sv ' *™««^~* „ „ d , hieh dep « of stability. 

Acting the speedy "^J^^™™^ (a molar ratio of about 15 • 25 <o 

Moreover, use of a sufficiently cacessivc > effective period without having a 
o^o^of^no acids bnn^ 

sub-coat of non-acid maicnal on the core Howe er n ^ ^ 

not used, a sub.oat must be provided be o rc rh n*nc coat . PF , . ^ ^ ^ , 

wilhoul a sub-coat has a lower stabthty thar, , enten co * <h a ^ . $ 

to invention has been armed at by the d. Kou* * ^'J? of morc) comparcQ l0 lhe 

n-.nufactur.ng process and ume *e shon ^ « J. J. ^ j^^. 2nG 
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- „ki*t Toilet or capsule form arc made by 
und5! «. i„ven-,on. -^ WS c" ^ n£s . 'o — * 

. cli „c omeprazole and arnrno acids « ° ' hcm wilh svli , ab le exrenders. 

j-.si nIC - . . cnlvpnts or waicr as 



U rhis in,en,io„ .he enrenc -^t^SSSSK ^ 
, tnli Use of organic soLcnu can cause p obi en» s *™> of comac , depending 

^ „" S m3 ,cria, dissolve in organic ^^^S" S ' abi "' > ' * ' k^^i " i " ,^ , 

"fk conditions, and the genera) organ* , olvt " =! „.,„* solvents can cause gaps if a angle 
* 1*. Moreover. ,hc high aolubilny of ornepn*ol. » orga", coaling ^od. No, can we 
t *»a. ia Proved. siting in c ~! o cm prase's eauem. insolobilhy in wa.ee. 

lviiac and its calcium bases, hydro lysine, and hisudme. 
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, u- • i< 10 orovide a new dosaee form of omeprazole which is resistant 

^"'Vhc KS enmp.es explain .his invention in detail bw ,he scope of pemion is no, 

...a to the execution examples. 
lirniie 0 



A solution of 10 g of omeprazole in 1 L of ethanol was nuxed 1 w,th a solut.on of 100 g of L- 
. - nC A in 700 ml of puSfled water. This liquid was sufficiently dned at a temperature of 30 - 32 
relsius in a suitable evaporation dning device, obtaining a composite of omeprazole and L- 
agrees wcis 

^^on^Ex ample 2, 

A mixture of 10 g of omeprazole and 100 g of L-arginine was compression-crushed in a 
pulverizer, obtaining a composite of omeprazole and L-arginine. 

7jt~i££ n Fx ample 3, 

Using the composites obtained in Execution Examples 1 or 2, tablets were made by mixing the 
following ingredients in the proponions of 



Rx. omeprazole 
L-arginine 
sodium lauryl sulfate 
macrocrystalline cellulose 



36? 



20 mg 
200 mg 
4 mg 

6 me 
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hydroxypropyl cellulose * 5 ^ E 
talc 

i 

for a total weight of 250 mgper tablet, 
following ingredients in the proportions of 

20 mg 

Rx. omeprazole 200 mg 

L-arginine 4 m£ 

sodium lauryl sulfate ^ mg 

mannitol 4 m „ 

com starch 4 m2 

magntsium stearate 

{or E total weight of 2E2 mgper tablet. 

U!teE a. co.pC.cs coined taB «— » ■ - » - — ** * 
following ingredients in the proportions of 

20 mg 

Rx. omeprazole 200 mg 

L-arginine 4 m5 

sodium lauryl sulfate ^ ^ g 

com starch j m c 

magnesium stearate ? m ^ 

talcum c 
cciicc- iiiicon oicxicc 

for a total weight of 279 mg per tablet. 

F'rrv'^" Example 6 ? 

Using the composes obtained in Execution Examples 1 or 2 

364 Examiner (stamp] 
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3 mixture of the following ingredients in the proportions of 

20 mg 

Rx. omeprazole 200 mg 

L-arginine 4 mC 

sodium lauryl sulfate fi ^ 

macrocrystalline cellulose 10 mg 

mannitol 20 mg 

colloidal silicon dioxide 

NVCre encased in capsules. 250 mg per capsule. 
jjrmli nn ample 7, 

^ c mn i^ 1 or ? a mixture of the following 

Using the composites obtained in Execution Examples 1 . nu 

ingredients in the proponions of 

20 mg 

Rx. omeprazole 200 mg 

L-arginine 4 mg 

sodium lauryl sulfate fi mo 

microciysullinc cellulose ^ * g 

mannitol l5 mg 

hydroxypropyl cellulose 

was made into pellets. 

ra.ins ihc lollowinj ingredicms in .he p.opomons or 

Kx. n>o.cxN»-.- r ." . 0.4^ 
cetanol 62% 
acetone 30 69o 

ethanol 

ar , d applied as enteric coaling to the tablet of Execution Example 3. 
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nixing the following ingredients in .he proporuons of 

Rx. hydroxypropyl methyl cellulose phtha.ate.. 7.6* 
glycerin fat acid ester ^ g| _. 

ethanol <5 8% 

dichloro ethane 

^ applied as enteric coating to the capsule of Execution Example 6. 
T ^pi-mion F * ample 10, 

n „i« a or 5 were used An enteric coating liquid was made 
Tablets made in Execut.on Examples 4 or 5 »ere useo. a 
m; x.ng the following ingredients in the proporttons of 

rx. hydroxypropyl methyl cellulose acetate succinate 10% 
methyl citrate ~ % 
talcum 84 2% 

purified water 

2nd applied as entenc coating to the tablets of Execution Examples 4 and 5. 
gifcutior - Example 11, 

An «** covins ™ — «■*• *"*'"'»« ' he P ' OPOni0 " S °' 

16.59b 

Rx. EudragitUOD 



talcum 



poiv-wtx 6001 19. 59c 

purified water 

and applied as enteric coat to the pellets of Execution Example 1. 
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Stability Test I Execution Example 10 above. 

. Tcslcd material: P^^^TZ^L Celsius in a sealed bottle. 
•.LpeHmenta^ 
, Method of experiment. At me cnu - 

nraiole was evaluated and analyzed by HPU.. ; nvcn f,on at the end of 3 years in 

storage periods. 

nd . r Korean Published Pateni No. 91-^79 jn ^ rcblivc humidit y 

evaluated and analyzed by HPLC. 

a Results: , 
c KV . of ft. toUowing .wo Iciled ««i* C0T.pa.ed *. U«pin S .hem uns«l«d 



Quantity of remainingomeprazolc (%) 



60* day 
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. conspicuous „, s h=, ability .ban ft. currency markered prions. Tms means -he new 
producrs oi mis inven.ion are conspicuously improved prcparanons. 

gx E£DingTi Lanoil Example 2. 
Biocc;;:' alence Tested 

, Tcs,=d ma.eH*: Prions made mEvecurion Sample >0 and producrs mnrkered under 
Korean Published Patent No. 91-4579 

of omeprazole in the blood vessels was analyzed by HPLC. 
4. Results of the Experiment 



Parameters 



Preparations under this 
invention 




Absorption constant 
Ka(hr ' l ) 



Products marketed under 
Korean Published Patent No. 
91-4579 



Time to reach highest 
concentration in 

blood 



AUC 


3902.36 4/- 2827.66 


3681.60+/- 2844.90 1 


(ng. h/ml) 







As m-y be ascensrncd from .be above cired experimen. resulrs. biocquivslcncy towecn .he 
preprnfor^nta *is invemion and producrs cunenrly markered under Korean Publrshed Parenl No. 
91-4579 is shown to be maintained. 
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3. Scope of Patent Application 



, M omeprazole conrnining oral dosage form, characterized by «.«*»^» «** coo, .he core 
LuonTzuns omeprazole mixed «i,h amino acids o, *** saUs of omeprazole. 

■0, , .ha oral dosa°e form ia chanrcrerized by rha amino acids being composed of one or 

ussi izszl-**. **** - - hydro *-* snd bm,drot - 

3 „ paragraph ,. rhe oraf riosage form is eh^crerized by me use of excessive quanri.ies of amino 
icids ar rhe molar rario of 15 - 25 ro omeprazole 

Methyl ester copolymers, or polyvinyl acetate phthalate. 

369 
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5. In paragraph 4. the oral dosage form is characterized by the enteric coat being made with water * a 
solvent. 

6 . to paragraph 1, the oral dosage form is characterized by the enteric coat containing a plasticizer. 

Applicant: Chong Kun Dang, Limited Liability Corporation 

Attorneys: Gyunghan Son, Patent Attorney [seal] 
Gwunhi Yi (seal) 
Jongwan Su [seal] 
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Summary 



„™« new oral omeprazole preparations with the effect of inhibiting the 
Tte ^««»^ s °^ P ach 8nd LLnal cells in humans and animals, the oral 

fp^^^P^^^ * r ~* r covcnn£ a corc - which con,a,m 

2^ok mixed with amino acids or alkaline salts of omeprazole. 

Applicant: Chong Kun Dang. Limited Liability Corporation 

Attorneys: Gyunghan Han. Patent Attorney {seal] 
Gwunhi Ye [seal] 
Jongwan Su [seal] 
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-SLS-V 4 ^-§-45. sj^ 4t|*W«> ^c}. c V ^ 

[Scant!. J. gastroenterology 1985: 20Uu?pl. 103) >M13-120>J -^a>Jv| 

£3t> s.*t~z)$ &w*«m "e'a- 

sl*}7] ^14 2.^*isi e^A-s- rW ^-g-xj 

°1 *V. 32.. ti'l-d* *4 ?i»J -r°W »tf"t*7} * 

54 Ti*]^- 'J^H *>UK°) tjc}. 

3go fTr 



1 ? — 1 

387 



c-e^ x^c 7j*»J e } ^e} 22— *J-l-ti^^ 

5«WSA>3.1i7» A»5S«}#«9 '1*1 0.07-0. 06*H> *«l^t1 

tl •J**}**). A«*£8}*~& =»* *l*t}»l •}•»* ^=1 

g$ a ^i* t}S.SL "c l ti(l>^ *Hl-4579£W 

SM5?9£o; «^*»« 
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5l * «i'»4 «»a *W *^* t} - 

wW **H *4« ^ ♦ - **** 

• - --O Atl* '*r*V £>*:H*V*"1 



* >V*** eH^j-L* ****** *H^^ * 
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1^ ^lit^l *>**«1 W> *«>l = e}£4 ^lli >5 

Wife 2°1 c >- 

>J,ilo?| 1. 

^ ^ol JS. ^y*}-^}. -1 *?V« *»»W4 30-32-C 

^Jjri! 7. 

•-.Ulol 3 



15 eg 
5 eg *i 



20 eg 



Rx. A»!S«>* 



200 ft* 
4 eg 
50 eg 
4 eg 
4 eg 



200 eg • 
4 eg 
4!> i; 
1 «g 
9 »E 
5 sg2} 



6. 
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>-Ulc5 7. 

20 eg 



20 eg 
200 eg 

< ** 
6 *g 
10 eg 
10 *g£j 



200 eg 

4 Bg 

6 eg 

10 Bg 

15 tgS\ 



,.o: A >:5.v V'H :?' t ': 



7 * 
O.-t * 
62 * 
30. 6 »£l 



3G5 



13^ 



/ 



Rx. tlS^lSSS'**!***-*-* ^* e >- 7 - 6 * 



0.8 * 
45.8 * 
45.8 *^ 




3 * 
£4.2 J 



JU. -£ = El^S. L30D 
6000 



16.5 
4 

1.6 
7S.S 



3B6 



, A s • '.'') ■fl'W ion*) 

„ ^4 ss-i *-J«t! ia **« ***** 



^91-45781. 



it}: 



*J ^ *1 £ 






30*) 


45<i) 


60 <y 




S3. 3 


93.0 


91.9 


90.9 




77.8 37.3 


16.7 


5.5 



3ST 



*1 £ = 'J*H 10^4 il^^* *591-4S79iH 4 

*W 12JJ *I«*H 



(parameters) 




^^^rj >ISi-4579:£*i 


C^x(ng/cl) 


S73 ± 463.41 


S2E.55 ± 498.50 




0.59 ± 0.09 


0.63 ± 0.22 


**** 
Kathr" 1 ) 


1.08 ± 0.35 


0.97 ± 0.11 


rj - ^ ^ J. 


| 1.1/ : 0.U 


i • ■ 1 . | 


AUC 


j 3902.36 £ 2827.66 


3661.60 ± 2644.90 



>.»7la1 >JM=»i**i « * 2* V ^ 
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V 




/J-/o 
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5. >J4*oH S>W. 

6. *UV«* SH-M. 

qftXtf V+*H* **** 



4 el °J •- € 5g ^ l 
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qtWfe iM = B]fil e > B l^- >3 * 
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